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DETAILED ACTION 
Status of the claims 



1. Amendment filed 01/09/2006 is acknowledged. Claims 1-43 are pending. Claims 
4,7-21,28-32,36,39-43 remain withdrawn from consideration. Claims 1-3,5,6,22- 
24,26,27,33-35,37,38 are under examination. 



Claim Rejections - 35 (JSC §112, second paragraph. 

2. Claim 1 , and claims dependent therefrom, are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 
A. Claim 1 is indefinite due to the lack of clarity of the claim language failing to 
recite a final process step, which agrees back with the preamble. The preamble states 
that it is "a method for spatially profiling proteins", however, the claim recites a final step 
of "shifting the hydrophobicity distribution". While minor details are not required in 
method/process claims, at least the basic step must be recited in a positive, active 
fashion. The claim does not set forth the conditions when the determining/shifting of 
hydrophobicity distribution results in "spatially profiling proteins". 

Response to arguments 
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Applicant's arguments have been considered but were not deemed persuasive 
for the following reasons. Applicant argues that the steps of determining hydrophobicity 
distribution agree back with preamble and that the steps as claimed "place a protein 
with mathematical basis for comparison". Thus, it seems that the method as claimed is 
directed to providing the "mathematical basis for comparison of proteins" rather than to 
"spatial profiling to describe three-dimensional structure" : the steps of spatial profiling. 
By the way of example, applicant points at p.9. As addressed previously, specification 
teaches on p. 4, last paragraph, that hydrophobicity distribution is merely a "value that 
indicates the degree to which a residue is attracted or repelled by water". Examiner 
reiterates that obtaining just a number characterizing a residue does not correspond to 
"spatial profiling", and thus maintains that the claim language fails to recite a final 
process step which agrees back with the preamble. While minor details are not required 
in method/process claims, at least the basic step must be recited in a positive, active 
fashion. The claim does not set forth the conditions when the determining/shifting of 
hydrophobicity distribution results in "spatially profiling proteins". 

B. (NEW). Claim 1 is amended to recite "to describe three-dimensional structure". It is 
not clear what aspects of a three-dimensional structure are intended to be described. 
The only guidance in specification in this regard is that using the method allows to 
verify whether a protein, such as a man-made decoy protein, would have a globular 
structure. See, e.g., paragraphs [0009], [0024], The specification, however, although 
providing particular examples, does not provide an explanation for ascertaining what 
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three-dimensional structures are intended to be described, and one of ordinary skills in 
the art would not be reasonably appraised of the scope of the invention. 

Claim Rejections - 35 U.S.C. § 101 

3. Claims 1-3,6,22-24,27,33-35,38 are rejected under 35 U.S.C. 101 because the 
claimed invention lacks patentable utility. The rejection is applied for the reasons of 
record and further in view of the following. 

Applicant's arguments have been considered and are deemed to be persuasive- 
in-part. Rejection of claims 5,26,37 is withdrawn. With respect to the remaining claims, 
first, the argument presented on p. 16 of the response seems to be addressing whether 
the invention as claimed is directed to non-statutory subject matter. While Examiner 
disagrees with applicant's reasoning, such rejection is not currently on record. 

Applicant further argues (p. 16, bottom) that specification on pages 4, 5 
describes application of calculating of second-order hydrophobicity moments to 
determining whether a protein is globular. However, the claims currently being rejected 
are not directed to calculation of second-order moment of hydrophobicity. 

Further, applicant argues that the "real world" utility of the invention is 
substantiation of predicted 3-dimensional protein structure from one-dimensional 
sequence data. While a need for such analysis is addressed in the art (as described in 
the cited part of the Background section) the instant method does not determine 3- 
dimensional protein structure; rather the method provides "the capability" of spatially 
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profiling the hydrophobicity distribution of amino acid residues which can further be 

utilized in analysis of three-dimensional structure; i.e., further research steps are 

required for the method to have a demonstrated substantial utility. As stated in the 

rejection, the art, with respect to applying parameters of hydrophobicity, is 

unpredictable. The cited reference of Karplus teaches that : 

Over the years, numerous "hydrophobicity scales" and "solvation parameters" have been 
proposed based on both theoretical considerations and AG transfer measurements... 
Differences among such scales have fueled an active debate regarding which values, if 
any, are the ones that are relevant for protein folding, and led some to abandon the 
paradigm of hydrophobicity in favor of the more absolute concept of hydration 

As noted in the utility guidelines (see: Federal Register, December 21, 1999, 
Volume 64, Number 244), basic research on a product to identify properties is an 
unsubstantial utility (see page 6 of the Utility guideline training materials). Therefore, 
Examiner maintains that the claims do not have substantial utility. 
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Claim Rejections - 35 USC § 102 . 

4. Claims 1 ,3,6,22,24,27,33,35,38 are rejected under 35 U.S.C. 102(b) as 
anticipated by Cornette et al. (J. Mol. Biol., 1987,195,659-685). 

The rejection is maintained for the reasons of record and further in view of the 
following. 

Applicant argues that amendment of the claims to recite "to describe three- 
dimensional structure" overcomes the rejection. However, the amendment to the claims 
does not present any new method step limitation; rather, it recites an intended use of 
the method. However, an intended use limitations do not impart patentability of the 
claims where the method steps of the instant and referenced methods are the same. 

5. Claims 1 ,3,6,22,24,27,33,35,38 are rejected under 35 U.S.C. 102(b) as 
anticipated by Eisenberg et al. 

The rejection is maintained for the reasons of record and further in view of the 
following. 

Applicant argues that that the reference does not teach shifting the 
hydrophobicity distribution. As addressed in the rejection, Eisenberg "normalized" 
hydrophobicity by averaging the normalized hydrophobicities for each residue over five 
scales, and by multiplying the result by standard deviation and adding it. Thus, the 
Eisenberg reference is viewed as reading on the instantly claimed method comprising 
steps of shifting hydrophobicity distribution based on a difference between values in the 
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hydrophobicity distribution and an average hydrophobicity value. As for applicant's 
references to the teaching in specification, the rejection addresses the method as 
described in the claims. 

6. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael Borin whose telephone number is (571) 272- 
0713. The examiner can normally be reached on 9am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, Ph.D., can be reached on (571) 272-0718. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner 
Art Unit 1631 
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